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Performance appraisal of the Harmony® Prenatal Test

The Harmony® Test is a prenatal screening test for the reliable detection
of fetal trisomies 13, 18, and 21, by means of a simple blood test for the
mother. The test can also detect DiGeorge syndrome, X- and Y-chromosomal

disorders and determine the sex of the fetus.

|_ Excellent detection rate _|

99.5% detection rate for trisomy 21 in published studies

Barely no other NIPT method has been investigated in independent
clinical tests as thoroughly as the Harmony® Test has. If one summarises
all studies published on singleton pregnancies, the Harmony® Test has a
detection rate of 99.5%.

Trisomy 21
cases

The test can be performed from week 10+0 of the pregnancy, and

eliminates the risk of miscarriage inherent in invasive methods.

An overview of the Harmony® Test's trisomy 21 detection rates, for
all studies published in peer-reviewed journals, can be found in the

following table:

no. correctly Detection
detected rate

Nicolaides 2012? 8

8 100%

Sparks 20121 36

36 100%

Juneau 2014 72

72 100%

Stokowski 2015 108

Total 411

|_ Reliable under treatment with heparin _|
t

because of the unique method of the Harmony® Tes

Heparin therapy affects the GC content of cell-free DNA. NIPT methods
based on "random massively parallel sequencing” (rMPS) show an
increased test failure and incorrect results due to this problem. The

Harmony® Test, however, uses the DANSR (Digital Analysis of Selected

Specialists in human genetics, laboratory medicine, and obstetrics/gynecology

|_ Highly-qualified team of doctors R

107 99.1%

409 99.5%

Regions) method. The gene sequences of the Harmony® Test have been
pre-selected so that they are not subject to any "GC-bias". This means
that even women on heparin therapy can successfully use the Harmony®
Test.

Cenata is comprised of a team of qualified physicians, including
specialists in human genetics, Iaboratory medicine, and obstetrics and

gynaecology. Our team is at your disposal for all questions related to
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prenatal diagnosis, NIPT, and the interpretation of the Harmony® Test

results.
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5 times lower false positive rate

for trisomy 21 than with the rMPS method: only 0.06% instead of 0.3%

In the largest study on NIPT performed to date”, exact data on the
false positive rate of the Harmony® Test was determined. The study
was carried out as a side-by-side comparison between the Harmony®
Test and traditional First Trimester Screening on 18,955 normal-risk
pregnancies in 35 centers in the USA, Canada, and Europe. The false
positive rate was as low as 0.06%, which was five times lower than the
false positive rate found for a comparable study on the rMPS method.!

Please note that in women above a certain age there is a higher false
positive rate for sex chromosome disorders. The Harmony® Test false
positive rate for trisomy 21 is 0.06%, and that for sex chromosome
disorders is slightly higher.

CE certified test
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Harmony® Test

for all analyzed chromosomal disorders

The FORTE_R.DLL (Fetal-fraction Optimized Risk of Trisomy Evaluation
Dynamic Linked Library) software package enables the analysis of cell-
free DNA (cfDNA) isolated from plasma from a pregnant woman, in order
to assess the risk of fetal chromosome 13, 18, and 21 trisomies, the risk
of fetal chromosome X and Y aneuploidies, and fetal sex determination.
Thus, the FORTE algorithm is @ major component of the Harmony® Test.
The Harmony® Test analysis algorithm "FORTE" is CE certified according

Very high success rate

only 1.6% of samples unanalysable, with repetition only 0.6%

The Harmony® Test is characterised by a very high success rate. Our in-
house experience of 98.4% successful Harmony® Tests at the first attempt

have been confirmed in a publication by the study group of Prof. Nicolaides
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to the directive 98/79/EC of the European Parliament in vitro diagnostic
medical devices (RL-98/79/EG, Annex Il, list B) and the German Act on
Medical Devices. The Harmony® Test is certified for all analysed chromosomal
disorders. The blood tubes delivered with the Harmony® Test kit are certified

from the manufacturer.
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submission).[1%]
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